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stomy becauseof his severepharyngeal stenosis. Radiographs taken before treatment began showed the calibre of his upper pharynx to be reduced to 1 5 mm (Fig 1) , and it is not surprising that he found difficulty in swallowing meat fibres. Treatment led to a rapid improvement in his general condition, and his weight increased from less than 3 stone to 4j stone in a little over six weeks. He was able to swallow with comparative ease and is now able to eat a fairly reasonable diet. Examination under anrsthesia by Mr James Crooks showed the presence of a flap-like scar in the pharynx, but as this was pointing in the right direction, i.e. away from the mouth, it did not exert a valve-like action and he could swallow with ease. The boy was able to undergo successful reconstructive surgery on his grossly deformed hands and is doing very well.
Case 4 A baby girl, born with blisters on her right hip and feet, later developed a few lesions in the mouth. Treatment was begun promptly with moderate doses of prednisolone and this successfully controlled the skin and the mucosal lesions.
Case 5 Schoolgirl, aged 8 years, with severe mutilating form of the disease, leading to syndactyly, also had a stenosis of the cesophagus at the level of the angle of Louis, and complained of dysphagia and discomfort in the substernal region after eating. She was still getting mucosal lesions on the tongue and cheeks and showed the usual dental defects of the disease. She responded to quite moderate doses of the steroid hormone.
Case 6
Another example of the severe mutilating variety in a girl aged 18 years, who also exhibited infantilism, with stunting of growth and had a severe degree of oligophrenia. There were no gross defects seen on barium swallow but she had difficulty in mastication because of blistering inside the mouth. The skin and mucosal blisters were well controlled by the steroid hormone and successful reconstruction of her grossly deformed hands was completed.
Case 7
A premature (36-week) male, first-born, delivered by COsarean section, and thought to have paronychia involving all 20 digits. Was placed on the premature routine and on passage of nasal tube it was noted that the epithelium was grossly denuded. Blisters began to appear in the mouth and on the limbs and buttocks. He required 38 mg triamcinolone to control the blistering, and despite one or two exciting moments the dose was gradually reduced to 2-mg daily. He is now 10 months old and has thrived well on this dosage.
Conclusion
There is no doubt that cortisone and allied compounds have an important role to play in the management of severe epidermolysis bullosa. Although it is too early to say what the long-term outcome will be, it looks as if it may be possible to prevent the severe scarring and mutilation that is a particularly distressing feature of this malady. The beneficial action of cortisone seems to be due to two independent effects: (1) By controlling the inflammatory process, which plays a large part in worsening the condition in severer forms of the disease, tissue damage is reduced, and also the liability to blister. (2) There seems to be good evidence that these hormones inhibit, or in some way put right, the mechanism whereby the cells are prevented from adhering together; in other words, they allow a normal process to proceed. There is some evidence that these hormones act at an intracellular membrane. It is an attractive hypothesis that the membranes concerned are those forming de Duve's lysosomes in the case of the purely inflammatory reactions; but another site inside the cell must be postulated to account for their effects in restoring the normal adhesive mechanism of the epidermal cells. With more efficient diagnosis and treatment, the importance of specific infections such as tuberculosis and syphilis, which may present as granulomata of the nose and throat, has diminished. Yaws, leprosy and scleroma can be discounted though they obviously must be excluded in those who come from endemic areas.
Still to be considered is sarcoidosis which has a predilection for the ala nasi andthe nose generally. Here the histological changes and the finding of other evidence of sarcoldosis, either in the lungs or bones, together with tuberculin and Kveim reactions, make the confirmation of diagnosis comparatively simple.
When all the granulomatous conditions in which a specific cause can be found have been removed there remains a group, not so rare as was once thought, which are characterized by necrotic ulceration somewhere in the nasopharynx and in which no specific organism can be isolated. Into this category are placed lethal midline granuloma of the nose and Wegener's granulomatosis.
There has been much confusion caused by two opposing views on the pathology of these granulomata. There are those who believe that the whole group belong to one disease, which may remain localized or disseminate; a recent review of 124 cases by Blatt et al. (1959) takes this view as does Mills (1958) in this country. There is, however, considerable support for Friedmann's (1955) opinion that there are two groups: one, the classical type with external ulceration of the face, no giant cells in the necrotic tissue and no evidence of polyarteritis at autopsy; the other with little outward evidence of destruction, giant cell histology, ulcers of the palate, larynx and trachea with widespread necrotizing angiitis and granulomatous lesions in the lung, kidney and other organs. Walton (1959) , whilst agreeing with the division into these two groups, has also added a third, small group of patients who have a true reticulum cell sarcoma which metastasizes.
I am firmly of the opinion that there are two different clinical entities and that since the prognosis and management differ there is need to recognize the differences. I think the easiest way to highlight the differences is to describe personal experiences of the two conditions.
Malignant Granuloma
Case 1 A woman aged 29, first seen in 1952 with a tenyear history of chronic nasal sinusitis.
Five years previously she had an episode of ulceration of the nose during pregnancy, diagnosed at the time as lupus vulgaris. This had been treated by Kromayer lamp and calciferol with improvement. In 1950 she developed a recurrence of ulceration in the right nostril which persisted, gradually worsening until she was admitted in October 1952; she had extensive ulceration of the upper lip and destruction of the greater part of the nose with perforation of the hard palate. A biopsy showed a chronic, non-specific infiltrating granuloma, but anti-tuberculous treatment was of no value though she was temporarily improved by broad spectrum antibiotics.
Characteristically she had no enlargement of lymph nodes, no leucocytosis and no pyrexia. No sign of lesion in other organs was found.
Despite antibiotics of all kinds, ACTH, y-globulin, TAB, the ulcers extended until she had lost her entire central face including the hard palate and the upper teeth. The process appeared to halt after X-ray therapy 2,000 r units. She has remained well since that time and has helped her husband to run a hotel. On review ten years after her illness she shows no sign of active granuloma. She talks quite clearly with a prosthesis and can eat normally.
This case history underlines the clinical features of the insidious onset with symptoms of sinusitis or stuffy nose, the prodromal stage of Stewart (1933) , followed by the active destructive stage with loss of bone and the central face but without evidence of systemic reaction such as fever and malaise. This is a feature which is hard to explain and is in complete contrast to Wegener's granulomatosis, where weakness and prostration are early signs. The great majority ofpatients die from sepsis or heemorrhage, though X-ray, particularly in small doses, has been used successfully (Glass 1955 , Howells 1955 , Ellis 1955 , Walton 1958 ).
Wegener's Granulomatosis
In contrast to the clear-cut local condition in the nose and occasionally the pharynx, Wegener's granulomatosis may present with only minimal signs in the nose and throat. In fact, Walton (1958) divides cases into two groups, those with presenting features in the lung and those with lesions in the nose and throat. Thus symptoms of cough, hemoptysis, joint pains, polyneuritis and even a skin rash may be the patient's first and misleading complaint. The clinical features can be illustrated by the following case.
Case 2 A male aged 18 who had had hlmoptyses repeatedly for five years, proved by bronchogram to be due to bronchiectasis. In January 1963 he developed pain in the chest, tiredness and generalized joint pains. On admission he was noticed to have a crusted, granulomatous lesion in the right nostril and several superficial ulcers, indistinguishable from aphthous ulcers, on the soft palate. A striking feature was intense conjunctival injection. He was febrile. A biopsy from the nose showed granulation tissue with numbers of giant cells. ESR 50 mm in 1 h (Wintrobe); serum contained an increase in a2 and y-globulin and the white blood count varied between 6,000 and 9,000 with 14 to 21 % of eosinophils. The urine contained albumin and red cells. A chest X-ray showed discrete opacities in the left lung field suggestive of secondaries. This is a characteristic feature of Wegener's granulomatosis to which several authors have drawn particular attention. The patient has responded initially to steroids with healing of the granulomata in the nose and the mouth ulcers.
This case history underlines the features of
Wegener's granulomatosis. The patient looks ill out of proportion to the lesions, the nasal and oral lesions are not prominent and may be absent, the mouth ulcers may be classed as aphthous, the chest X-ray almost always shows lesions which may be clear-cut round shadows, and a high ESR and raised serum globulin are the rule. There is evidence of renal disease and the histology of the granuloma would probably show giant cells.
Progress is rapid, death usually occurring in a few months.
Finally, persistent and extensive ulceration may be a feature of aphthosis or Beh9et's syndrome. Some of the mouth ulcers may be large, and ulcers have also been described in the nose (Touraine 1955) . Vascular lesions in the central nervous system, joint swellings, phlebitis, and erythematous skin eruptions may occur, in addition to the characteristic eye lesions (Dowling 1961) .
Despite the entirely different prognosis there is, therefore, a possibility of confusion between the two syndromes. However, the benign course, the association of genital with oral lesions, and the ophthalmic changes should serve to differentiate the benign but troublesome Behiet's disease from the more lethal nasal granulomata.
Mr A Mares (London) described a 38-year-old female patient whom he had treated for epidermolysis bullosa during the past two years. In addition to the skin lesions she developed recurrent superficial ulcerative lesions of the hypopharynx, with severe dysphagia. One episode made a temporary gastrostomy necessary. There was a similar lesion affecting her soft palate. She was treated during the acute attacks with 30 mg prednisolone daily, in addition to twice-weekly injections of ACTH.
Mr P H Golding-Wood (Maidstone) reported two cases of oral plasmacytoma in epidermolysis bullosa. The two patients were brothers.
The first child was referred in 1956 at the age of 4 months, with a papillomatous swelling of the buccal mucosa that interfered with feeding. Examination showed typical stigmata of dystrophic epidermolysis bullosa, with the usual deformity of finger and toe nails, soggy circinate erythema and crusted lesions of buttocks, shoulders, &c. Inside the cheek was a pink fleshy mass, and the palate showed greyish granulomatous areas. Biopsy of these oral lesions was initially reported as plasmacytoma.
This child was subsequently nursed at home, but at 20 months was readmitted with severe inspiratory stridor and terminal bronchopneumonia. Autopsy revealed exuberant pink papilliferous masses on tongue, and palate, and a similar mass arising from the left laryngeal ventricle that obstructed the airway. These masses all resembled plasma cell tumours.
A few weeks later his younger brother, aged 9 months, was admitted. He too had the typical lesions of dystrophic epidermolysis bullosa and had just developed a grey sloughing mass under the tongue that was almost wholly composed of plasma cells. He also was nursed at home but was seen again shortly before his death five months later. The former sloughing sublingual lesion had then become a smooth pink protuberance resembling a false alveolar margin. He was then developing an inspiratory stridor that seemed likely to indicate a similar laryngeal lesion, but no autopsy was obtained.
It was known that the rare plasmacytomas of soft tissues were almost restricted to the air and food passages of the head and neck. In these cases, however, the histology seemed more akin to an inflammatory granuloma with intense plasma-cell infiltration -they perhaps derived from former mucosal ulceration, but no etiological agent was found.
Mr F C W Capps (London) thought that mention might be made of the rare condition of dermatomyositis, an inflammatory disease of unknown origin involving the skin and striate muscles. The dysphagia of which they complained was characteristic and, after the acute phase of the skin lesion, they developed a typical mask-like face with a general blue tinge. No treatment seemed to be effective but the condition was not lethal. Harman (1956, J. Laryng. 70, 340) had read a paper on this condition. Mr Capps also wondered whether their dermatological colleagues could give them some help over two minor conditions which caused them a lot of trouble: (1) The socalled keratitis obturans of the external auditory meatus, and (2) the black or brown hairy tongue.
Dr I B Sneddon, in reply, said that it was not possible to discuss Mr Capps's questions in the time available but that they illustrated the need for more joint discussion between the Sections of Laryngology and Dermatology which he hoped would soon be arranged. 
